06/21/07 THU 15:20 FAX 617 535 3869 MCDERMOTT WILL & EMERY ©004 



Babish ef a/. 

Application No. 10/557,293 RECEIVED 

from International Application No. PCT/US04/1 6043 CENTRATfiUt'^flviTCB 

LA. filing date: May 21 ,2004 utN ™ 

jun i\ mi 

AMENDMENTS TO THE CLAIMS: 

This listing of claims will replace all prior versions and listings of claims in the 

i 

application: 

1 . (Currently Amended) A composition comprising a compound fract i on isolated or - 

dorivod from hops-selected from the group consisting of reduced isoalpha acids, 
dihydro-isolalpha acids, tetra-hydroisoalpha acids, and hexa-hydroisoalpha 
acids[[-]li and a non-aspirin, non-steroidal anti-inflammatory compound. 

2. (Canceled) 

3. (Currently Amended) The composition of claim 1 , wherein the said fractio n i solated 

or dor i vod from hope compr i s es a compound selected from the group consisting 
of reduced isoalpha acids, dihydro-isoalpha acids, tetra-hydroisoalpha acids, and 
hexa-hydroisoalpha acids h av i ng has the formula: 




(Supragenus), 

wherein R' is selected from the group consisting of carbonyl, hydroxyl, OR, and 
OCOR, wherein R is alkyl; 

wherein R" is selected from the group consisting of CH(CH 3 )2, CH2CH(CH 3 )2, and 
CH(CH 3 )CH 2 CH 3 ; 

and wherein R, T, X, and Z are independently selected from the group consisting 
of H, F, CI, Br, I, and n orbital, with the proviso that if one of R, T, X, or Z is a tt 
orbital, then the adjacent R, T, X, or Z is also a n orbital, thereby forming a 
double bond. 

-2- 
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4. (Currently Amended) The composition of claim 1 , wherein the composition said- 
fraot i on ioolatod or dorivcd from hops comprises a reduced isoalpha acid 
compound of Genus A having the formula: 




(Genus A), 

wherein R' is selected from the group consisting of carbonyl, hydroxyl, OR, and 
OCOR, wherein R is alkyl; 

and wherein R" is selected from the group consisting of CH(CH3)2, CH 2 CH(CH3)2. 
and CH(CH 3 )CH 2 CH 3 . 

5. (Currently Amended) The composition of claim 1 . wherein the composition fraction 
i co l atod or d e riv e d from hops comprises a tetra-hydroisoalpha acid or a hexa- 
hydroisoalpha acid compound of Genus B having the formula: 




(Genus B), 

wherein R' is selected from the group consisting of carbonyl, hydroxyl, OR, and 
OCOR, wherein R is alkyl; 

and wherein R" is selected from the group consisting of CH(CHs)2, CH 2 CH(CH 3 )z, 

♦ • 

and CH(CH3)CH 2 CH 3 . 

6. (Currently Amended) The composition of claim 1 , wherein said compound selected 
from the group consisting of reduced isoalpha acids, dihvdro-isoalpha acids^ 

-3- 
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tetra-hvdroisoalpha acids, and hexa-hvdrdisoalpha acid s fraction iso l ated or 
dorivod from hops comprises a member oom poun d selected from the group 
consisting of dihydro-isohumulone, dihydro-isocohumulone, dihydro-adhumulone, 
tetrahydro-isohumulone, tetrahydro-isocohumulone, tetrahydro-adhumulone, 
hexahydro-isohumulone, hexahydro-isocohumulone, and hexahydro- 
adhumulone. 

7. (Currently Amended) The composition of claim 1 , wherein the composition 

comprises about 0.5 to 10,000 mg of said compound selected from the group 
consisting of reduced isoalpha acids. dihvdn>isoalpha acid s, tetra-hvdroisoalpha 
acids, and hexa-hvdroisoalpha acid s frootlon r i solated or dor i vod from hops . 

i 

8. (Currently Amended) The composition of claim 7, wherein the composition 

comprises about 50 to 7,500 mg of the compound selected from the group 
consisting of reduced isoaloha acids, dihvdro-isoa loha acids, tetra-hvdroisoalpha 
acids, and hexa-hydroisoalpha acids fraot i ori isolated or dorivod from hop 6. 

i 

■ 

9. (Currently Amended) The composition of claim 1, wherein the composition 

comprises about 0.001 to 10 weight percentiof the compound s elected from the 
group consisting of reduced iisoalpha acids. dihvdro-lsoalDha acids, tetra- 
hydroisoalpha acids, and he^a-hydroisoalpha acids fraction i solated or dorivod 
from hop s. 



10. (Currently amended) The composition of claihn 9, wherein the composition 
comprises about 0.1 to 1 weight percent of the compound selected from the 
group consisting of reduced isoalpha acids Jdihydro-isoatpha acids, tetra- 
hydrolsoalpha acids, and hexa-hvdroisoalpha acid s fraction iso l ated or deriv e d 
from hops . j | 



i 
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1 1 . (Original) The composition of claim 1 , where(n the non-aspirin, nonsteroidal anti- 

inflammatory compound is sheeted from the group consisting of salicylic acid, 
methyl salicylate, difulunisal, salsalate, olsalazine, sulfasalazine, acetanilide, 
acetaminophen, phenacetin, mefenamic acid, sodium meclofenamate, tolmetin, 
ketorolac, diclofenac, ibuprofen, naproxen, ^sodium daproxen, fenoprofen, 
ketoprofen, flurbioprofen, oxaprozin, piroxicam, meloxicam, tenoxicam, 
ampiroxicam, droxicam, pivoKicam, phenylbutazone, oxyphenbutazone, 
anitpyrine, aminopyrine, dlpyrbne, celecoxib, rofecoxib, nabumetone, apazone, 
nimensulide, indomethacin, siilindac, and ejtodolac. 

!.. I 

12. (Original) The composition of claim 1 , wherein the non-aspirin, nonsteroidal anti- 

inflammatory compound is selected from the group consisting of salicylic acid, 
methyl salicylate, ibuprofen, naproxen, sodium daproxen, fenoprofen, ketoprofen, 
flurbiprofen, and oxaprozin, : 

. ■■ 

• » • 

13. (Original) The composition ofjclaim 1, wherein the composition further comprises a 

pharmaceutical^ acceptable carrier. 

i l 

14. (Original) The composition of Iclaim 1 , wherein the composition is formulated for 

administration orally, topically, parenteral!/, or rectally. 

s 

i ■ ; 

15. (Currently Amended) A composition comprising a reduced isoalpha acid i s ol a t e d - 

from hops and a non-steroidal anti-inflammatory compound. 



« : 



j ! ! 

16. (Currently Amended) The4 helcomposition of claim 15, wherein the reduced 

isoalpha acid is selected froirfi dihydro-isohumulone, dihydro-isocohumulone, and 
dihydro-adhumulone. j 



[f 



17. (Currently Amended) A [[a]] method of producing an analgesic and an anti- 

ulceroaeni c anont i ulc e rog e n i c effect in a mammal, comprising administering to 

* 

t -5- 
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reduced isoaloha acids, dihyd 



t I • % m 

the mammal an amount of a dompound selected from the group consisting of 

1 » • 



•isoalpha acidsi tette-hvdroteoalpha acids, and 
hexa-hvdrolsoaipha acid s frodt i on i solated or der i ved from hops sufficient to 
produce an analgesic and antkilcerogenic effejct and a nonsteroidal anti- 
inflammatory compound, whereby administration of said compound selected from 
consisting of reduced ianalnhfllad dsl dlhvdro-isoalpha a cids, tetra- 



hydroisoalPha acids, and hexa-hvdrols oa'lDha acids, fraction i solatod or derived 



from hope reduces gastric toxjic ty associated vkh said non-steroidal anti- 
inflammatory compound; 

18. (Currently Amended) The method of claim 17, wherein the compound selected 

• I : j ; 

from the group consisting of reduced teoaloha acid s, dihvdro-isoalpha acids. 



tetra-hvdroisoalpha acids, an 



FT 1 

d hexa-hvdroisoalpha acids oald fraot i on i co l atod 



■ 

dor i vod from hop s comprises 




* » ■ 

of a member of supragenus having the formula: 



(Supragenus), 



wherein R* is selected from the 
OCOR, wherein R is alMyl; 



and wherein R, T, X, and Z s 



of H, F, CI, Br, I, and 77 orbital, 



group consisting of carbonyl, hydroxy I, OR, and 



wherein R" is selected from tjjuf group! consisting of CH(CH3)2, CH 2 CH(CH 3 )2, and 
CH(CH 3 )CH 2 CH 3 ; 



re independently 
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with th^ proviso that if one of R, T, X t or Z Is a tt 



■ i 
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orbital, then the adjacent R, T 
double bond. 



19. 



; X, or Z is ; also a 



@009 



77 orbital, thereby forming a 



(Currently Amended) The! rnethop of clairri 17, wherein said compound selected 
from the group consisting of reduced isodilpha acids, dihvdro-isoalpha acids^ 



tetra-hvdroisoalpha acids, and hexa-hvdrbisoa 



dor i vod from hop s comprises 
formula: 



(GenusiA), 



wherein R* is selected from the 
OCOR, wherein R is alkyl; 



pha acids frootion i solat e d or 



membe r - compQuncfr of Genus A having the 




group consisting of carbonyl, hydroxy!, OR, and 



and wherein R" is selected frorri the group consisting of CH(CHa) 2 , CH 2 CH(CH 3 ) 2 , 



and CH(CH 3 )CH 2 CH 3 . 



20. (Currently Amended) The mem 

i 



1 



from the group consisting of reduced isoalpha 



tetra-hvdroisoalpha acids, ana 



d e r i v e d from hops comprises 
formula: 



154023^-1.088911.0126 



(Genu 



hexa^hvdi-oisosllphaj acids- fr act i on iso l at e d or 



a' membe r ioomppuhd of Genus B having the 



1 1 




d of claim 17, \yherein the compound selected 



lacids. dlhvdro-isoalpha acids, 



* ♦ 
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wherein R' is selected from th£ group consisting of iparbonyl, hydroxyl, OR, and 
OCOR, wherein R is alkyl; 



and wherein R" is selected frajijnjthe group consisting of CH(CH3)2, CH 2 CH(CH 3 )2, 
and CH(CH 3 )CH 2 CH 3 . 



21. (Currently Amended) The methbd of clairr 17, wherein said compound selected 
from the group consisting of pkluced isoalpha acids, dihydr o-isoalpha acids. 



@oio 



■ t 



it 



•f 
i ■ 



tetra-hvdroisoalpha acids, anff hexa-hydroisoaiptiaibcids fract i on loolotod or 



derived from hops comprises 



consisting of humulone, bohumulone, adhumulone; 



a membe r fcompAuridj jselected from the group 



isohumulone, 

isocohumulone, isoadhumulohe, dihydrorisohilmulgne, dihydro-isocohumulone, 

• - 1 * ■ ' ' 1 1 

dihydro-adhumulone, tetrahydrp-isohumulone/te^hydro-isocohumulone, 
tetrahydro-adhumulone, 
and hexahydro-adhumu 



hexa hydro-isohumulo 



22. (Currently Amended) Thbme 



one. 



nej liexahydro-isocohumulone, 

Ml 



hod of claim 17 t Whe|ein the composition 
comprises about 0.5 to lOOOtfrmg of sajcj compound selected fro m the group 

• ■ i | ! ';![' 

consisting of reduced isoalpKa acids, dihydro-isoalbha acids, tetr a-hvdroisoalpha 



acids, and hexa-hvdroisoalprik iacids fract i on iso l at e d or d e riv e d from hops . 



23. (Currently Amended) Th 



consisting of reduced isoalpha iacids. diHvdro- 



■ i 



comprises about 50 to 7500 mg of the compound Selected from the group 



e method of claim 22, ; whepin the composition 



acids, and hexa-hvdroisLalphal acid s - hone dof i vatlves . 



soalipha acids, tetra-hvdroisoalpha 



! 



24. (Currently Amended) The meihod of clailm 17, i 



: i • 1 J 

about 0.001 to 10 weight percent of the compound 



25. (Currently Amended) Th 3 me hod of clairp 24, 



about 0.1 to 1 weight pdrceri 



" id 



con sisting of reduced IsbalpHa iacids. dihvdro- solalbha acids, tetra-hvdrolsoalph; 

\— V\ I 1 ' \ \\ 

acids, and hexa-hvdroisbalpltel acids hPPO d ori vatijte s. 



; t 



i! 



ein the composition comprises 
selected from the group 



BST99 1 940233-1 .09991 1 0126 



-'8- 



t I 



PAGE 10/14 1 RCVD AT 6/21/2007 3:21 :49 PM [Eastern Daylight Time] 1 SVR:USPTO-EFXRF-6/17 \ M% 




jein the composition comprises 
i of the compound s'e ected from the group 



06/21/07 THU 15:22 FAX 617 535 3869 



MCDERMOTT WILL & EMERY 



©Oil 



Babish ef al. 

Application No. 10/557.293 
from International Application No. PCT/I 
LA. filing date: May 21, 2004 



JsWl6043 



il 



consisting of reduced isolalphcii acids, d 



acids, and hexa-hvdrols oalpha acids-tefr 



26. (Original) The method of claim 



salicylate, difulunisal, sa 



t i 



I ! 



dro -isosilpeha acids, tetra-hvdroisoali 



^7, wherein the rioristbroidal anti-inflammatory 



j 

compound is selected from tt§ broup consistin g of salicylic acid, methyl 

olsalazinp, sufljass^azine, acetanilide, 



salate, 



acetaminophen, phenacetin, mefenarniciacid.^odiikm meclofenamate, tolmetin, 

" IIS! ! . • '! 



ketorolac, diclofenac 



ketoprofen, flurbioprofe 



— — , 
, ibuproff n, 
n, 



pivojlcam, pheriylbut 



oxaprozin, piroxicam 



ampiroxicam, droxicam, 
anitpyrine, aminopyrine, 

nimensulide, indomethacln, siKilfntfac, and etodbl^c 



naproxen, sodium [daproxen, fenoprofen, 

' ill 

me 



27. (Original) The method of plaim 
selected from the group 
naproxen, sodium daprcjxen^elnoprQfeh; 
oxaprozin. 



28. (Original) The method of 

pharmaceutical^ accep 

29. (Original) The method of 



dipyjb^e, celecoxib, r^pfecqxib, nabumetone, apazone, 

m 



26, whereih thejnonsteroidal anti-inflammatory is 



consisting of sal 

III! ! 



cylicjacid 



clainr 
able 



clairr 

I 



administration orally, tofpicalljjL parenteral^, or 



30. (Currently Amended) Th 



ketoprofen, flurbiprofen, and 



i 



mefrod of claim 17 t jVvh:e 



ho 

from the group consisting of 

tetra-hvdroisoalpha acids, arii jhexa-hydroisokiphai acids fract i on i sol a t e d or - 



duced isdaloha 



oxicam, tenoxicam, 



zone, oxyphenbutazone, 



i 



methyl salicylate, ibuprofen, 



17, wherein the imposition further comprises a 

i ■ 

learner. 



1|7, wherein thelbomi&osition is formulated for 



red., 

•■] 



lly. 



r 



in the compound selected 



adids. dihvdro-isoalpha acids. 



dor i vod from hop s is admini 
inflammatory compounc . 



inisL 



i 



31 . (Currently Amended) Th * meijhod of claiijn 17, 
from the group consisting of reduced isdalph 
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red concomitantly 

i 



vii 



3 




IGldb 



ith said non-steroidal anti- 



in said compound selected 
dihvdro-isoalpha acids. 
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32. (Currently Amended) The 



metl 



dorivod from hope is administf r^d after ibe adflijnlisjration of said non-steroidal 
anti-inflammatory compound. 



from the group consistinql of 
tetra-hvdrolsoalpha acids! anj hexa-hvdtjolsoal 



d of claim 
Juced is'oaibha 



17, vine 



0012 



ein said compound selected 
abii dihvdro-lsoalpha acids, 



de r i v e d from hops is adrhinis 
anti-inflammatory compound. 



t : inist©r 



ed befdrej:the i\ 



tifllalacids fraotion io o l otcd or 



Isolated or dor i vod from 



anti-inflammatory compound: 



isoalpha acids, dihvdro- 



i 



ii of reducing gast i 



! ■ I 



33. (Currently Amended) The 

non-steroidal anti inflamfpatojj 
com 

isoalpha acids, tetra-hvdroisdallpha acid& an 



tiepe to an individual beinj 



Lli 



drtnir 




■ ! 1 



34. (Currently Amended) A rrlethoj of redueirjg gafltttjAn teropathy, comprising 
administering a compound selected from the j rdfjc consisting of reduced 



istration of said non-steroidal 



bompourto, coAiplii ihg administering a 



toxicity associated with a 



buced isoalpha acids, 
heixa-hydrolsoaloha acids- fraction 



treated with a non-steroidal 



soali acidsl--tetra-hydblsoa pha acids, and hexa- 



hvdroisoalpha acids4 rae lion jco l atcd or : 'iiorivJ jjpe| to an individual 

I.I: !iL|_ i_._JiJ:,^lLi[sLl 4 u.. 



exhibiting a sign or sympjtoml 



35. (Original) The method of 

ulceration. 

36. (Original) The method of 

herb, bacteria, fungi or 



37. (New) A composition according tcij 



r; 



i 



a;dri|j. 



group consisting of redjjped 
hydroisoalpha acids, and h 
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sociated 

::l 



1 i 1 



with 



m 



aimj 34, wherjelji said 



.■ j 

■ i 



c^ainrJ 3o v whefeilisaicjl 



Where 



claim ftS, 

* i * 

i \*\ 

s6alpha aqlds, 

! I \W> 

s;-hydroisca)ph 



i 



5:' : J 
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m 



:i 
» 

ii 



gss 



•I 



ask s is derived from hops. 



astn ^enteropathy 



roenteropathy involves 



Iiliie ration is induced food, an 



t\je compound selected from the 
soalpha acids, tetra- 



U 
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38. (New) The composition of c aim ; 

a - i 

hops. 



39. (New) The method of claim 

consisting of reduced isqajph 
acids, and hexa- 
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I Wherdfrf bduii^cj :j$6alpha acid is derived from 



17, v herein the. 



40. (New) The method of claim 




i 



.II 



i. 



12)013 



I 

j 

•I 

Ij 

i 4 
i 



l! 



iJ !- !; 



I; 



om|3j icl selected from the group 
elds, d$$ dro-jiiwlf 5» acids, tetra-hydroisoalpha 

fpjhshops. 



mvec 



erein the||com|Sp;ufi ( cl 'selected from the group 



consisting of reduced iscMriphii acids, dihydro4^oSl^^ acids, tetra-hydroisoalpha 
acids, and hexa-hydroisoalp 



41 . (New) The method of claim ^.whprein th 

iii | < H 

consisting of reduced isoalphi 

III 

acids, and hexa-hydrois 32 
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cids is derived I 



acids, d hydro 



i: * 



i. 



i. * 



;< 



1 • 

i • 
I 

1 « 

I:* 
ii 

i!si 



u : 

lu- 
sh 

!l 

b 



i 

!l 



ti i 



II! 

ii! 



a 



acids is 



• i 
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!; 

com 




nil hops. 



its I 



j 1 . « 



J" 



Selected from the group 
Gi^lf>ha acids, tetra-hydroisoalpha 
hops. 



1 > m i 



r, 



:3. 



ii 



n. 



1 ■ 

Iii 



! i 



1 



I ;» 
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